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w m m 

[oooi] xmrntx. Rad5i<D^m.nmm. &&m&immtt%}&.ftbLx<£ttmm. 

ffSf 

[0002] iiiosfe^*, Bmz&tf%tttmm<&mim*&Mz£<>x&ibbtix\,^ 0 & 

[0003] &As<Dttimtt, mmft^mtzmm* w-mmtemm. ^xxf^m^x^mm^ 

MvxmwmzftmirzmM<Diktt£<>xftt>tiz> 0 
[0004] ik^mz&j&ztitc.ik&m. fo^^th^<D±mfab^M£fttcik&m&#%} 
^tvx^m^mm^^izx^x^/u^mmir^mi^mut^mm 
(chemotherapy) bmtnx^z> 0 4k¥mm\z.m\^tizmffl&. ^^mmm 

(chemotherapeutic agent) X&>% 0 W.lUk^%tfefflt£, ^(DftfQKXiX&LTOX? 
[0005] ffl&AsM (carcinostatic agent): &AMJfa<DmM$&MT^m&1f1rZ>mM> & 

mnx^ 0 

tftdSA^RKanticancer agent): ffl&AM&&A,mtfa<0&te&&ffltt<DfcttL,X. 

^A.mmizM^x^m^^mir^mm^mm^mbm%m^A,mxm^ 
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^yffiKMantitumor agent**: {^antineoplastic agent): Ui£/vMfrZ>\^'33ji&A;M 
mm&1mf& (proliferative cell) &ft)ffl~fZ)MMbm?Z.b i bX$Z) 0 

[0006] ^©i, m^mmm?m$:mm-fz>. v ^^^u^^^ ?emmm\<D 
^^Pf^mmmmmt^mxMm^tzM^n^ &miz£z>mmiz.&t#i 

[ooo7] ^<D^^mmim^^m^(Dmm^mm^x^Ay<Dmm^ wt 

c-myc 
H-ras 

c-rafar^-— M 

[0008] *<om^ &As&&irzMm<Dmm.mM<Dmmizi:<>x s ^(Dmrn^^m 
%p;^m&t$tLfc 0 mrn^ mmMcMm^h^m<Dm^M^x^xio^DNA 
nmm*\&m^mm*mx-x\^ 0 tit^ mmm^mmmm, fcsi^^ 

v^s, 2^mmmmizmmm^^mmm^^^mmt^xmm^mt> 
ti, mmMft&mmztiZo ^mm^mm^m^mmt^x^x^mm^ 

xmiiT%tmm<Di&MMm%:®L&mmx$z>z. ttmbtixh ^ (us 

2003/0229004, WO 03/13488) o S^RAD51<DPl^f££oTp53<D^fc^^j|I: 
&M&Z>^bi>A%lXfoZ> (WO 02/58738) o 
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Rad51 Rad52 Rad54 Rad51B Rad51C Rad51D 
XRCC2 XRCC3 

[0009] ]&'Bl L <Dmm.$m&Wt^XRNA=F& (RNA interference; RNAi) g £ 

tlX^Z. RNAite, mRNAi|HC^IH^J^tf2^:^«^^r«RNAfv:ioT, 
^mRNAtfSiS0»r$*t5*£m, m&M<Dmmmm£tlZ>m.^X~&UUature, 1998 
Feb 19; 391 (6669): 806-11; Nature, 2001 May 24; 411 (6836): 494-8) G IHCit^^- 

^r<D^«10 3 ~10 T ^^^.^:i:^^$tLTV^(Biochem. Biophys. Res. 
Commun. 296: 1000-1004, 2002) o RNAi^jjUS^^^RNA^ #(CIsiRNA (small 
interfering RNA) W-£ 0 1tb%.t£, *<&3ES##A/<BJD§CH£^TV^£#frfe*L 
-CV>5^T©«t5*3ft^t3loV^ x siRNA^^^^^^^PJ^^^C^tv-C 

k-ras (Nucleic Acids Res., 31: 700-707, 2003) 

p53 (Proc. Natl. Acad. Sci. USA., 99: 14849-14854, 2002) 

#fF3Citfcl :US 2003/0229004 

#fF;£$fc2:WO 03/13488 

#fP^Cfi^3:WO 02/58738 

#M#fF:£iSfcl:Fire A. et al., Nature, 1998 Feb 19; 391 (6669): 806-11 
^#frl£&fc2:Elbashir SM. et al., Nature, 2001 May 24; 411 (6836): 494-8 
##fF;$:ittfc3 : Biochem. Biophys. Res. Commun. 296: 1000-1004, 2002 
##fF^Ci^4: Nucleic Acids Res., 31: 700-707, 2003 

##fF^Ci^5: Martinez LA et al., Proc. Natl. Acad. Sci. USA., 99: 14849-14854, 
2002 

[ooio] *mm<DUMte, Mfamm&&&<Dmm&.ffi<Dmmx*hz> 0 ■xv&frmz.n, * 
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[0011] Rad51te, ±mM<DRecA<Dm%mz.&l1rZ>fr i evyX~hZ> 0 Rad5l£/^T!>hLfc 

•^vxte, ^^t^^t^m^tix^^o zn^ommfrb. Radsi^flc-e 

>^-±>^v=i^u^vxmmir^t, mm<o-^mm.m^^m^x^^t^ 

[0012] ^mw^-bfe, Rad5i<D S iRNAK£%$£mnm&mmrtv^ mm<Dt&m^m 
x-hztmi, ^^j^siRNAo^m^m^fco ^o*^ m^m^-.u^mmcom. 

SIS?lJ^tp2^:^RNA^\ Rad5KDsiRNA^br^r^J-efc5^^^^{±lbfCo 35 
^^siRNAHb^&^J^<^Wffl^^J;oT^bV^»±^^$lJ^^Bf 5 ^^i: 

^ $4^^^v—^^?—mm&mtixfo&^b&&tttisti 0 

mmn, ^xTcommu^, &^^nsiRNAtvx^mt£2$imRNA, ^tm^tib 

[0013] [1] IB^iJ#-^: l^t?^>-xmt^<D^mbxmj$£tlZ>2%:mRNAX3b<>X, ± 

^xm<D-&£i)nooi&msxTxhz>2^mRNA 0 

[2)gE^J#-^-: l^t?^*Mk^<Dmmmtxm&£th%2*mRNAXfo^X, i? 

^^©s$^ioo^swT-efcS2*^RNA^mi-§-<^^— o 

C3] Cl]^IB«c02^RNA, ttm2lKmM<D^?—&m$MfttVX^ir 

Rad5mte*<Dmmtt)mMo 

[4] Rad51it^^-^tbRad51it^^--efe§ [3] i£fEiteORad513t^<^m»IJ#J 

o 

[5m^m^-. i^&^>-xmt^<Dffiffimbxmj&£nz>2%imRKA, ^tz.\^fi 
&mm^%^t&x%z^?-&ft$Mttb\.x^mT%mmmf&Wo 

C6]ie^iJ#-^: l&^&±>xMt^(DmffiMbXMf&£tlZ>2*mRMA, ^.tcte^fi 

^mmir^t^xt^^-^xmt^mmm^mm^t^x^ir^mm 
[7] ftAstttemvkmmnmmmx&z [6] icmm^mmm^mo 

[8Mfc^S^fc£lJ#^ fjjlj^A^J (carcinostatic agent). }jL/^A/Manticancer agent), *5 
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±t^ffi^Mantitumor agent ^fcttantineoplastic agent)frb?£Z>%tfrhm$l£tlZ) 

, T^y^r^»m. X^hTis^m. ^7f^> ^hw^hy>^, 
^£fr5*ka^&5S¥a^3g|R£;^ [6] 

4R$*l6v ^Jh^^b^fcntfbS [10] tcte^ismm^^o 

Hsy^zfy^miiK fttf^-ls^ ^^^(ParaplatinX &£&7Vzf^l' 

A^£k :7^tf?^7K*£h /^^y^MVi^^k ^/H^y^MVi^jpk -f~-*r*7>(?v 
^K^/V^^k aKy^^/V^jpf-, ^/W^x^/l^jpk 

77V(fi#«M/K*. ^W^^/l^ I^v'—TlM/l'^ aKy^^^f/V^ 
n— :^#|;£&jh/CV^ [14] (C|B^OE^m^ 0 
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[17] (a)gB?IJ#-5§-: l%^&±>xmtZ<DffiffimtXmf&£thZ>2$:MRNA&m : ® 
[is] (ammm^r: l&^t?±^xmt^<DteMmtXMf&£tl%2*mRNA$;$£m 

ci9] &A,-£tctemvkjs.m<Dmmmx&z> [17] sfcmis] cdv *v^-JSfcte« 

[20Kb^^^J/5^ U^AjM (carcinostatic agent), ^t^AyManticancer agent), 
:&£U^ffi^Mantitumor agentj^cte antineoplastic agent)^&&S£^£>illR£ 

ti%> [ 1 7] - [ 1 9] (D\ ti^— 51 ^iBiK<D3fi^:b-» 0 
M^?rWi-§^^^JTfc5 [ 1 7] ~ [ 1 9] <di ^^«<Dm^;bi±- 

, T?<?s^*/>m. ^^^h^i/^S. ->^7^m. ;*M^hy»->\ 

^tv^m^h^m^hm^n^ ^-rti^^t^^pt^ ti> i o-efc-s N c 1 7 
] ~ c 1 9] <d\ ^-rth^-mcmm.(Dm.^^^ 0 

4R£tt5V [22] ^fB*(D|@.^.^^#> 0 

[24]^v^-^^^(D^a#^j^f^$tt§^^ N mmy^^zy^, mm? 
mxh&^ [22] ^mM<vm^fr"&m 0 

[25]v^7°^-^g/^ l/^f^ls^ -^^^(ParaplatinX iSXXf^V^9^-> 
(Briplatin^^^^^^^^nSVNT^^^^-Trfc^, [22] ^fB^O^ 

[26] 2^RNA^ ^/p^^^a— (^A^HTV^^i:^#^^-r 
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5, C 1 7] *7c« [18] <D\ ^*lfr—m^mv>M.3*&}>&®. 
[27]*>f7K*:x>~<n— zf^<??— $K WhnSMVWMSk fctfSMVi^sPk antW 

^K^A^^k atfy^lMA^fk ^/W<^^/V^PI-, /^^a^/i^fs}- 

-^TflH^ttrws, [26] miB«©ia^i>&«f 0 

/V^ TyVBtfl^^f/l^ ^vl^^-YA^, t^v-^TSMVW^ sKs^-X^A-;** 

^T^^^ttTV^, [26] (C|E<feom^^^o 
[29] [l]^fB^(D2^RNA, £fcJ2[2] K:lE*c<^y*— £JMf;ii&^-5X@ 
Sr&tf, RadSl^gyjpf&l^ifco 

[30] B2#|#-J§-: l^tpir^^i:^(D+i^^-e«^^2^RNA*fc«^ti, 

[31] 2^RNA*7tf«^^m-r5^i:^-t?tS-<y^— , *3«trWb^8ffis»ISrS 
^•t5lS#, 2^^RNA43J;mk#|g&^J^i : j-A$ti,7b'>-r/^^>'^u-^ p ^: 

[32] 2^^RNA*rcfi^:fb^m«r^^r^S-<yy-, *5 iWkfi^J^ 
2^RNA^fc^^^^^«^^^-e^§^<^^^-^^,^^ 

^rSU^r [30] KfBf^J&S^ifco 

[33] ^^f c «S14«^^^«/cfe(D|S^^(DTO»7c^(D x [1] (dffi 
*ctf>2^RNA, *fc«[2] {HiBifctf)^*— O^ffl 0 

[34] |Smii.^^#^^J^tf , [1]^|B^02^RNA, £7cte[2] MiEU 
[35] yV^-^v-^Tbfi^rOm^^J^f^^^^^ *5 i7j?Rad5 £r 
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[36] ^*zf7^>iztd&*<Dm¥mmm-istiz>m.. ^ur^5 u>-tt?-$r£ 
C38] (a) ^^9^^ta^(Dm^m-w^n^mm^m^tLx^ir^m 

[39]^^f c{ ^^M^^ffl-e*?5[37]*fc«C38]<DV^ttd^— ^fEic 

[0014] &U;«9, Rad51(DsiRNAi:L-C#ffl^2^:^RNA^li^$^Co ^m<V2& 

0RNA}2, Rad5l^^?r^^{C«]$fJ1-§ 0 ^P^<D2^RNA^., # s A/$HJ§i3CD 

[0015] [HIl]5a0(DRad51 siRNA<A^lftg|5{£^Lfc|g|^fc.5 0 siRNA 321, 462. 989. 89 
, 2fctf828fii\ ^^tbga^lj#-^:l % 2, 3, 4, RXfi5lZ.ttl&~rz o siRNA 321 (gS^J 

o 

[IH2]siRNA{Cj:^Rad51(Dy-/^!>i/^-t-^^-efc6o HVjm^^n— 
(£J:?)Rad51 siRNA (^-^Vh321) ^HeLa«^^AU Rad51® &<£>3§m^ B 
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fHMmmt^X t3-T?^>>$:&mLtc 0 Rad51 siRNA (321) ft, SifC^coT 

[IH3]T^ir^^-y^^(-^^siRNAO'S^^^i-^*-efc§ 0 (A) Rad51 
siRNA (321) , ^y^;VUn (IB^JS^- : 6) ^&£siRNA (SC siRNA) % ttteV 
4 /^-<^^-(7)^(Empty HVJ-E)^^tL^AL/cHeLa||HJ3a(7)y-if ^niy h 
^i~ 0 (B) HMH^ ^5feffi^tLT^fcRad51(DT^-fe^^-yrf^(Rad51 
AS#l*7cteRad51 AS#2) ^fcnRad51<DT>^±>ttV=? m^^^^zf/^m^i ( 
SC AS) ^^rtL^en^AbfcHeLa|fflJiS<Dy— ifV^o-/h^i- 0 
[04]Rad51 siRNA^^l/^^v-^^O^fffl^i^feiM^^^i-lll-efe^ ( A ) 
^<£>^v^— /P&7jk1r 0 (B)Rad51 siRNA ^yb-321) (Rad51 siRNA) £fc 
feM ^CD^^9>-^VVsiRNA (SC siRNA) ^HVJ^V^n— ^°^<^^— (cl £9 ^tl^t 

mAistcmAsmmztevz^mmwcz^'ro Radsi siRNA^D^Ate, 

[05]Rad51 siRNA(c:i§^5A,^J^(^^^^^^ft (D ^5^^^^-| g i- efe ^ o (A) 
^O^v?^— /P&^ir 0 (B)HVJ^^-<n— Rad51 siRNA (^ 
— ^Vh321)(HVJ-Rad51 siRNA) £fcte#M<D^^:77VsiRNA (HVJ-SC siRNA) 

(C)£fc, v-^^^-^IEl^Lfc^^-e^Pb, ffi^n^— ^£f^f c =*n=— 
^|g^i~ 0 Rad51 siRNA^^^^V^^^^J:^, ^^|jja©3D=- ^ 

[®6]Rad51 siRNA (321) ^.^>^^V(CDDP)(7)ffffl^^. ^®fch^A/M 
Ov-^^^>^-(4(Oii5li^i-Ei^j:u;^-efc5o (A) ^ffith^Ml^L 
T\ PANC-1 (pancreatic cancer), AsPC-1 (pancreatic cancer), A549 (lung cancer), 
DU145 (prostate cancer). MCF7 (mammary carcinoma), RXfHeLa S-3 (cervical 
cancer)^jo{t^Sfil/-</^^-ro ft%f>m^k^Xm^^tcKu70RTf j3 T^VteJS 
\tm\"<;VX&Z><D\Z.MU Rad5m&U^tem*X&Z^ktf^£tlX\^ 0 (B) 
siRNA^P^TCDDP (0.1 n g/ml)£;i£^Lfc#1^jM(D£#^£^1- 0 *j^<D 
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^^y /VsxRNA (SC siRNA + 0.1 n g/ml CDDP) (£>#£i380% ±.<Dm$&i£*t. 
#U5i(£>l;i*j-U Rad51 siRNA (321)(Rad51 siRNA + 0.1 » g/ml CDDP) <DW:&fe¥ 
C»^^m^*5V^-CtCDDP^^4^30%J^_hli*PL/Co 

[El7]Rad51 siRNA (321) ^jE^thm^ctt^A.lfflJJS^^AU/c^^^, -y^zt^ 
V(CDDP)^l£(Dl£^£^i-|I|T*fc;5 0 (A)Rad51 siRNA (321) ^AbyttME^ 
2feWfflmWM1& (Normal human diploid fibroblast, NHDF) £fcteHeLa$BJ§ftf£:&it 
§v-^^^^^^c#tt^i- 0 NHDF-e«, ^^7f^iSOj:#(C#9lS 

CDDP<Dm&i&ftmz.m%:&&m i &£tLtc 0 (B)Rad51 siRNA (321)^^Abfc 
NHDF^fcteHeLa ^Mc^T, CDDP<DW&tfCj;5T#h— >^<D^Of@}t^ T 
^drv-VV(AnnexinV) &§tt£fflJ!£OiiJl^LT$J^Uto CDDP##£T(Rad51 
siRNA + Medium) XfeT7$b—>*$\ffa<D^feHeLamB& (4.0 ± 1.1%) <bNHDF (3.2 
± 0.5%) bXmt&tefrof'o Ly$>LCDDP#£T(Rad51 siRNA + 0.1 n g/ml 

cDDP)-e« x T^v—^mm<Dmm\eha.mmx ls^fc^nub^t^u 

NHDFXmZtAs^miJmste^tc (4.9%) 0 

[g|8]Rad51 siRNA (321) t^^^>t<Dmm\^^^^^i^UMm^ 
%^-tmXfoZ> 0 ^^KHeLamm^mVXm^^t^mmm^ Rad51 siRNA ( 
<^Vh321) ( Rad51 siRNA) x ^fM^^^Vl'siRNA ( SC siRNA) £HVJo^ 

^n-^^-iaDiAL, ishK^77^> (cddp) ^m^n^xmrn 

W-^mt&M^fco Rad51 siRNA (32 1) t^Zf^XD^mKX'O, M^i^M^ 

^icffimx^z* ttimznx v ^ 0 
[0016] ^w^. Mm^ii^^^mt^^mmtxm^tL^^mRNAx 

fcoT, ir>^^<Z)*^^i00^^TT^2^:^RNA^M-r-5o *^0^<D2^ 
RNA^«^ci-§irV^^$« N 'pf^bhimmmzm^:!) . iI3tl9~50 
fc£;Uil9~30*&^ #?3:L<}3:19~25iM, fc5l^l9~23i£S-efc5 
o ^0J^)2^:^RNA^«^i-^-fei/^^<7)^^IH^J^{* x 2^RNA^Rad51C»^ 
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coon] *&m<D2*mKNAiz.m ±>x&<Dmmmmtmm&&:iiz. i ftM<o&& 

z>&mmmt±. 0*l<«, tbRad5i<DmRNA&m)$ir%Mmmmfrbm$iirz>^b 
^t?#5o ^m-B-iiK^utmmmmyi, KbRsLd5i<DmRNA%Mf8.-rz>mmmm 

[0018] je^, *mw(D2*mRNA&mi&ir?>Ti/^~tisxmn. -t^mz-nxscmmz 
mffi&zmirzmmmmxMf&ztiZo ^mK^^xmm^mm^t^ tctx. 

145r"a-5o &.&mm<Dffiffi&tZ, bls&tnft¥<Dte%a(DT/]'=rVXJ>>fc£<>X&fe't-2> 

mRNA^R a d5i<Dm^mmir^mm^mirum.±>^mKM^x^K^m 

[0019] *&mK&^x, 2*m.RNAm, mmM^Kx-oxmwm^th^otcm^ 
m-r^RNA^woo 2*mRNA&M)&-rz>±^mbT^±^mte, mttzft* 

ffiffimt£^mm?um--(DRNAfti : -(D±izmm£n%o mm, ^.(Dx^^n. 
±>^mtT>^±^m<Dm<D^mM^K^x, ^^-^mm^mm-r^ 
o -tt£t>-hj£mm<D2J?immA\z.^ 2^mRNAm^^mmtvx^^^ 

[0020] &mm<D2*mRNAfe, RNAtfv^—^&mmL,xBmmzRNA&&f&~rz>-b 

lC£o-C#5r^-e#3 0 RNA<D&mt&te&)$jjm^%iX3bZ> 0 ^t^O^h, RNA 

iBgbfc^DNA^^-r^o 2^mRNA(D±^mtT>^±iy^m^m^^ 
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RNAiC^T, /V-ySB^«r*^'t-§ifeSE^Jtt^ict?*>So -Jfefcfct, 5-20& 
S@^<D^(D^@B^J^f|jffi$tL§ 0 5'-ugugcuguc-3' (9iftaE)*4f© 

HMDNA{^ y^^;^KSJf<£>#&T, RNA^y^— ^Srf^ffiS-eixwr, £1 
MDNA<D4SSiB?ydSRNA^te^$tuSo RNAtfy^— if W\ $BJ!&f*k fc-SVN«*tB^ 
^^joV^T, mmDNAiZ.ftmZltZZ.btfX'^Zo ENA<Dl&mzt±, T7RNA#y;*9 

/^7Vy^£&ZZbK£<>X2*mRKA%ffif&'rZ> 0 

[0021] aota^-e g ^t-SRNA^j&i-sfc^us. mi%, s w^i-sRNA&a—K-rs 

DNA£m^&A/fc3£9i-<^— *S*Wi}aiJ:#A$tl^o siRNA£Ml*|-e3§m£ii:5 

JBLfcsiRNA^JS^*— £L/C, U6:/n^— ^— N feSV^Hl:/^— 
%iSt*3ms<?9— as#JJH£4vCl^ 0 PolIItfE^f£«fcoTte^£jh,fcRNAfc3\ 

Brummelkamp et al.,: Science, 296: 550-553, 2002 

Lee et al.,: Nature Biotechnol., 20: 500-505, 2002 

Miyagishi et al.,: Nature Biotechnol., 20: 497-500, 2002 

Paddison et al.,: Genes & Dev., 16: 948-958, 2002 

Sui et al.,: Proc. Natl. Acad. Sci. USA, 99: 5515-5520, 2002 

Paul et al.,: Nature Biotechnol., 20: 505-508, 2002 

Yu et al.,: Proc. Natl. Acad. Sci. USA, 99: 6047-6052, 2002 

Tuschl et al.,: Nature Biotechnol., 20: 446-448, 2002 

McManus et al.,: Nature Rev. Genet., 3: 737-747, 2002 
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Dykxhoorn et al.,: Nature Rev. Mol. Cell Biol., 77: 7174-7181, 2003 
[0022] PolIHfe^^^flJffibfcsiRNA^^ffl-<^^~^LT, £*T<Z>rfTflR<£>^*— (S^ 

pBAsi-hU6 DNA: human U6 promoter (Accession X07425) 
pBAsi-mU6 DNA: mouse U6 promoter (Accession X06980) 
Hl^n^r— ^flJJlLfcsiRNA^im^*— : 
pBAsi-hHl DNA: human HI promoter (Accession S68670) 
[0023] ]fc<D£ot£V^/lsX^?#—\Z.siRNA^Xh7?h&^AL. ftli^fcot 

TTV'M/kXtZender et al.,: Proc. Natl. Acad. Sci. USA, 100: 7797-7802, 2003; 
Xia. et al., Nature Biotechnol., 20: 1006-1010, 2002) 

l^^£MVl^(Qin et al.,: Proc. Natl. Acad. Sci. USA, 100: 183-188, 2003) 
l^hP«M/K*(Barton et al.,: Proc. Natl. Acad. Sci. USA, 99: 14943-14945, 2002) 
T7=VGS#!M/K*(Nature Med., 9: 1539-1544, 2003) 
fDM, RNA^^#^J{C^i-S^tt>-e$§ 0 RNA^t^K-^mir^mt^ 

[0024] ^0^O2^:^RNA«RNAi^jm^J;o-C, RadSimfctt^m^ZmMz^^X 
> ^(Dmm.^nMir^ 0 ^;fr^3£PJ<D2^:g(RNAte N Ra&5l<Dmi%&M'M-fZ> 

siRNA^bT^-efes 0 -i-tefr-tb^mmte, mzm^-.i^te-t^mt^mm 

m (T>^-±^m.) kXM)&£tlZ>2*MRNAXh^X, ir^^(DS$^iOO^S 
WTT'fe^2^RNA > *fc«^n^^-T^-<^^-^W« N fchRad51it<fe^ 

ffi^txmf$£ti%2^mRNAx&<>x,±>*m<D&£moomm&Txfo%2& 

glRNA, &tcte^tl%mmir%^?-Z&J^ir%JLnZ*e;&. Rad51<D3im»J 
[0025] ^^lffl^^^^^Rad51(D^^{&J^^SA,^J^<D^|t^gtt^it5ti--5r^ 
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*&m<D2*mRNAte* Rad5KD^m«]^i^iiCT, mmmm&mm<DHtm\zmm 

[0027] $feJc*»M©KKya^W:, BB^!I##: ltr£trt>ttb*(Dftttmb-vmm 

$frZ2&m™Att\ttti&mm.ir%zb&x*%z^??--, &&xm¥mmm<o 

[0028] lefcv vf, te^B&Uf*. WA/^J (carcinostatic agent), ^A^J 

(anticancer agent), &£Tft?CMMM (antitumor agent, or antineoplastic agent) 

m(D\,^-rtifi\ ^tatm^^-r^^m^Mxh^o ^w^m^x, mm-&$L 
mm<¥mbn. DNA^v^RNAcD^^m-r^b^mx mmmwitmia^ 

¥mmm*&^^k¥mmmb\^x^-rzb&x$z> 0 ^r^-r^mm^KD 
«£t\ y^^4^b^^^>\^ 2*mRNAb<Dm.?*&t> j friz.£ox, mzfr 
^mmKMir%^mi¥mizmnzm)$mbir%-bfcx%z> 0 ^v^-r 

[0029] ^U^4iy>m (Bleomycins): 

yu^^y^m^ Streptomyces verticillus;6^#b*Ufc^£^WP^fc5o m 

7kmv£mm&<Dm^^wk&mx&z> 0 -?u^^>A2^ 

>C/B2, &m^yu^4is^teb*m\ft/ w MbVXmmfci5tlX\,^ 0 DNA^O 
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x%z> 0 

[0030] r^h^y^m^M: 

ifiS^Mrl^bn:/ (mitoxantrone) 
ffifi&T^/l'br (aciarubicin) 
mm^y;V\f^ (idarubicin) 
[0031] ^h-^^»m (mitomycins): 

Streptomyces caespitosus^^^gl^tVfcfeil^^K, 3o ^^(DM^fcXfr&o ft 

0 0 DNA<DT/ls*MkiZ£<>XDNA<Dmm^&V&}$&^ir% 0 ftm*<<?h 
^mt£&A y izMir%m%)m^tbthX\,^ 0 
[0032] T^y^r4^^m (actinomysins): 

tVTl^5 0 fctTlli^ Streomyces paraullusfrb^f&ZtifcTf^-y^i/^Dfe, 

^m^mb^^^^L,fmm^m-r^±ft^xh^ 0 dna^-m^a^ 

[0033] *>-?b^»M: 

^n^dr^X^^I-^i^^Xdr (Nothapodytes foetidaX J^$#*ftjjl/\slsT$# 
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(Camptotheca acuminata) ft¥frhteM&tltttVaT/l'%vi>(K MX^K^: <DWB.it 

&mxh% 0 ft+mm^ *sv>'&fe&frtz> 0 (Wf^),y^f* 

[0034] is^zfy^m (cisplatins): 

^tet 9 *mbtix\,^ 0 ^-rti<Dik&m>. DNA(D^r=.>t^-r^ticxox 

U&M^m*htc.h~tb3%X.htlX\^ 0 /N7^7f^ (Paraplatin) % *5 

XXfrW^ls (Briplatin) t£b°tf%abtix\<^ 0 
[0035] KhUzrWYisls: 

^^~hvyvuTkvxmM)MmzwM<Dmmx&z>h<D(D, m0nmz$t**AsM 
tL-x^mxh^t^mm^tifco ^v^wv^^ m^^v/— ^mit 

[0036] 5-^/^nt7^^/K5-FU)^i^Of|^^ : 

^V^^mtm.mm (antipyrimidines) \Z&m&tlZ>m*AJ&ltt* VXT<D£.o 

5-^/^n«7^^/P (5-FU) 
5-7/V*n'7 f ^^y^ (FUDR) 

[0037] t 6 7/Vtf^ : 

frbmmU l975m^T^/^» (aclarubicin) (7^7^>yA) ^3gJt,£ 
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l/> (pirarubicin) te, m&mm^Mk^mWft\bL-XQzm£tlX\,^ 0 

[0038] &&m&t><o*n&\z£ti&. 4k^mm?\x*hzzfu*^i/>&z\,^i/^7?- 

^^fi^^^^fc^^^^lCfp^^ttS^^, Rad51-fyfctr*-<£\ 
&A;X&Z> 0 

[0039] ^WldSWT, Rad51^Vfclf*— Rad51<D3B^ % *5 £t^&(DV vf tbjK 
*fcttPa^*»$IJ«i^^T^S^ic©>fb-a'<KlSrg'tfo 0^UV >Rad51-T^tlf^- 

RNA«, Rad510^m?T^^*H$IJ^o Rad51<Dm$L&#lfflirZ>T^?"te> 
xmm&teZnX&Z) (US 2003/0229004) o 
[0040] ^^(D2^RNA, feSV>«2^RNA^mi-^-^^-e#5DNA{*, ^A/*|H 

m^^^^^j^fci^Ai-Sfcfe^dr^yT^LT^LV^ 
[0041] fcfcjfcfif, y^y— A4r^/V^Jg|t*^Jffli-5in vivoJt^^CA^fe, 



WO 2005/095613 



18 



PCT/JP2005/006075 



temHJtfy-*mfr&te*mAmm&£tix^z> (science, 243: 375-378 

(1989); Anal. NY Acad. Sci. 772: 126-139 (1995)) „ UB^ mjjfe&m^Xfft fflt. W 

m. ifcwii. >bm&xfm$r£ttn* ©»i^©in vwoxomfc^mAfc&^L.x 

V^(Gene Therapy 7: 417-427 (2000); Science 243: 375-378 (1989); Biochem. 
Biophys. Res. Commun. 186: 129-134 (1992);Proc. Natl. Acad. Sci. USA 90: 
8474-8478 (1993); Am. J. Physiol. 271 (Regulatory Integrative Comp. Physiol.40): 
R1212-R1220 (1996)) o 

[0042] tZZtiK HVJ-UTKy— A&{31*5V MTte, •MA'XRXWJatfy-- A£V ^ MfcSt^fc* 
3SM$8&ivCl>5 (#gl§2001-286282) o ^(D^mXi^ PJ/^m&M&W&UZ^ 

ct«5, mmm^ &{£&M^^<DMte+m'A'<?#--kL,xm\<^zb&x$z> 0 

man. ^Jt, ifew, m. >t>m, wiis, win. ^^at, By>v^ ^ 
K«w©»n, R^n®mzm.tettmA-^z>zk&*nt~ t ti 

[0043] ^Ao^^n— y ffi$^tWt<MA^ g 6«Ji:-t-SEISI«aj^^Srl^®fiH* 
k\Z&)imTZZ.b&'T*$Z> (#H§2001-286282) o ^xmmm.^mki-i, 2*m 

RNA, 2*^RNA^mi-^DNA, fc^V^^RNA^b^fe^J^tf mMU 

$.<®>&m v ^z.ktfx%z> 0 

[0044] »M/UX-rci~<n— 7 p «fetC*5V ^Xm^^k^X^^^kVXfi, mx.fi. 

nOf/l^ h^f^^/k^., rm^^/i^ 7?W^, /^^y^/K^ :*vM^ 

^yiM/i^ y^ -y^mvk^ ^yKSMVK*, tf^^y-jVK^ 
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Mtfct&Wt, i?^V?--i7K*(HVj\ uhv$4/^ 7tV*-i7K^ TTymi¥V4 

/l^&fflV^^-CtSo #{CHVJ^LT«, Hasan M. K. General Virol. 78: 
2813-2820 (1997)), Yonemitsu Y.b (Nature Biotech. 18: 970-973 (2000))^ 

[0045] — Afc^ HVJ-yjHy— Afe&tJ«HVJ-3i^n— y?fe^*3V>TfflV>5HVJ^LTH:Z 
flc (ATCC«fc9A#RTfB) jW^IA^S. ^W^ttto©HVJ«c (#»Rj£ATCC 
VR-907-^ATCC VR-105^) *>JBV v5i£^£5 0 ttt, ^^/VM^^u—^CDm 

RWfls&ffltLXtZ^ ^^A^^K Triton X-100, CHAPS. NP-40^^ 

[0046] ^mm(Dm.Mu^^w^^^>^<vi— zr^vz— <D&#^<Dmx&kbv 

Wb-C^-ea^^^J^^BJ^^^Ab, ^0*HJJ^^#:rt^Mi-ex vivojfetf* 
W fettS(P fi^mv^ 1994^4^ 20-45K; ^ flJM* 36(1): 23-48 
(1994); ^E^flj 12 (15): (1994); H *»&#&&5&£!B jWST-^^^W 
^hW, ^J*-7V — «(1999)) 0 ^li^-e^, in vivofttfS#fcl#f£U^ 0 

[0047] M^jjf^ibT^, ±iB©#s^fl8^o^a^ o^©asyw^t8(fif!i^.tftt 

®, &mz.j&zx7j;i'*-*gxmmffimu ^^xmrn^^m^m-r^b^ 
xmrn-tz-bfrx^Zo ^si^ct, mtmia-zmm^fefcm&toz.xh^^ 
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[oo48] ^w<Dmmm.j&wtemm s #><d&a,(d* mv&izLj&Kitmmft&ttmRxf 

RNA<D&^m<Dmmte, 0. 5~100mmol/®3K, tltx. 1 ~ 50mmol/Jffijg 

ifi^-, l~1000 M g/®5», ^i:^.«ri0~500/zg/JIl3KSr^i-5rt*s-C#S o 15 

*^>ls&ffi.fy&t><&Zi&&. ^AlA(#:m60kg)fcfc«9 N il^, O. l~100mg( 
;*7ti6)/day, fc£;ttfl~50mg(;W)/day % 0*b<f*5~3Omg(^#)/daySr^J^ 
*r5^^^-e#« 0 *>5V^r4'>^9^Sr«a^-a-*>*5«^- % /&AlA(fM60kg) 
fcfctK ia^l~1000mg/m 2 (#:^Sa).fci:x.^5~500mg/m 2 (^®^), 0^ 
L< «10~100mg/m 2 (fle^MD Sr^J^-f S^tdS-e#S 0 
[0049] 35K^=3SWK:*5»t5iS;4.^^a— /w^bTtt, fcfc*filUT<DJ:5>fc*^~— /v 

15~30mg(M^&K ffimPi&M, &3V^*&T)^O^K fc3V>{25~15mg 

mm&mmvt£&bs lmmm^mm-r^thx^ 

[0050] SfcV^^^k^RifeSltUTfflV^^lJltt, 15-20 mg/m 2 (^B») 

«t5bs^-(i 0 10)) u 2®r H i^*(7)^. mKxfr*?~~;\s<D&J5-&m*)i&t(& 

tf, 70-90 mg/m 2 (^ffi^)^5 0^#(l0lHI))U 3jIHQ<Z>tt^tf>iL 

%&*mmm\z^xB\m&tiiz&x<Dftft&ffij:mn^ mmbvx^mmm^ 

[0051] WT, ^^^^J(cS^ti!9A#:^^^'t-S 0 
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mmmi] Radsi smNA<D^^.tmm^<DmA 

th(DRad51 (Accession number NM.002875) <£> siRNA^L-T. ^(SDharmacon^t^ 

321: GAGCUUGACAAACUACUUC (IE^IJ#-^:1) 
9*-*fy\> 462: GGAAAGGCCAUGUACAUUG (IE£lJ#-5§- : 2) 
^Vh 989: UGCAGAUGGAGUGGGAGAU (MB^J#-^:3) 
V—fvY 89 : GUGUGGCAUAAAUGCCAAC (IB?lJ#-*§-:4) 
9—?vY 828: GCGAUGUUUGCUGCUGAUC (gE^J^-^: 5) 
^tb^>5®^(DsiRNA^, HVJ^i^n— -f^W—^Wb ^THeLaJM (ATCC. 
CCL-2; Gey, G. O. et al., Cancer Res., 12: 264-265, 1952) (iiALfc 0 
[0052] Rad51 siRNA«J^TO^#-C^Abfc c siRMAcDh^V^^v-a^cDtif Bt^lx 

10 5 <DHeLa«£6^/K/ix~M£i&v^c 0 

y £%l<Djj®k (Kaneda Y. et al., Mol Ther. 2002 Aug;6(2):219-26.) {CUfC/^oT, 
^^tHVJ^mUVfCo 6000 HAU (hemagglutinating units) (D^fg^HVJ^tf^ 

-fK^ &0nl(DAQnU Rad51 siRNA (SB^J#^-: l~5<DV^tb^^^tf 
) WzteMm<D7s?7>-?/VUm (5' -gcgcgcuuuguaggauucg- 3') ^b&SsiRNA (gB 
?'J#-5§-:6) ^flX., $&>^6m 102% Triton X-100 ^Px./c a 10000 x gXlOftWm 
♦frbfcfft, ±m £fciit£:180 ix I<DPBS (phosphate buffered saline) KmffiVtc 
o 15 n 1O10 mg/ml fift^/d^V^P;! (^^ 50 ju g/mlX 3 mKDDMEM 
(Dulbecco's Modified Eagle Medium) %1m%Jz. 0 Z.<DHVJ^Z<"<v— Zf^-PZ— 4oJ; 
U?#siRNA^t?^?g 500^ 1 (1000 HAU) ^^/^(DHeLamm^X., 37 °C 

, 5% co a xm^mmL-t^ 0 

[0053] #siRNA^Al 0 #£>Rad51 mRNA£/— If ^:/d^h^^fc#£J|^ Rad51^^^ 
>ffL-CW]©J^(OfeofcsiRNA«ia0-T:\ ^OlB^iJttnK^32 1^^019^^ ( + 2 
^(D^—y<WN^)?rj^o GAGCUUGACAAACUACUUC (@B^J#-^:1) X*$> 
ofc(|2|l;^r321J^^i-)o ^(DtiXD^m (SB^J#-^: 2~5) telk<ft}m%}$k 
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i&Sfca^ofco ^X\ ^J^m<^>fcofcRad51 siRNA (321, BE?IJ##:1) £rfflWT 

[0054] mMMZ] siRNAtJlJ;5Rad51®e©IS^«Jft!l 

3y&<£>fcofcl«0(32K gE^lJ#-^-:l)<7)Rad51 siRNA£, H^jKDj^-bT 
HeLalfflJj&^WAU Rad51® &0%^ffi|&&&gH WfcW^fco >«£bT, * 
^^^ffi^k&SsiRNA (ie^J#-^:6)^|^^{CHeLa|fflJ^(C^Ab, Rad51® 
&<Dm$L&& 0 W^M^c 0 Rad51 siRNA (321) 4 0 P^{3:5fe£i-Rad51g fi<£> 

^^tti^WT^$ijLfc 0 50 ^^c^ov^Tt>^<D^m*^«At^^^>lo%^T 

[0055] Mfe#!j3] siRNA^tcnTly^>^mm^X^Rad5m&<D^mm(Ditm 
R a d51<DT>^±>^V=tmmtVX s :£ifc(Ohnishi, T., Taki, T., Hiraga, S., 
Arita, N., Morita, T. In vitro and in vivo potentiation of radios ensitivity of malignant 
gliomas by antisense inhibition of the Rad51 gene. Biochem. Biophys. Res. Comm. 
1998; 245: 319-324.) f£&<5# % 15 bp/^fb&5Rad51 AS#1(5' ggcttcactaattcc 3')R 
T^Rad51 AS#2(5' cgtatgacagatctg 3') £rffrt!cbfc 0 Rad51 AS#lJi N Rad51iH£^-<£> 
368~382#@(DltS^^L, Rad51 AS#2tt, Rad51it^(D578~592# g (DM 

[0056] Rad51 siRNA (321) , Rad51 ASSl, £*:teRad51 AS#2(D-^tb^^)80 pmoleSr, M 
Jfef!jlC»j;5^b-riO^(Z)HeLaKBJ^^^AbfCo MMtVX. *?7^;vmmm 
^IJ#-^:6)^^^5siRNA(SC siRNA) N !>^^-<^—CO^.(Empty HVJ-E\ ikfc 
teRad51(DT>^±^^y^mm<DX?7>^J]/mm(SC AS, 5' tcgcgatcaccttat 3' 

^^tKny^— £\ glyceraldehyde - 3 - phosphate dehydrogenase) V ^c Q 
[0057] Rad51®ScD^mW3$lJ^)m^y-ifV^05/h-Cp^/c^^, Rad51 siRNA(321) 
£^AbfcHeLa||Hfl£i;i3ol^Tte. 1 0 ^(CRad51tf)mRNA{3:/— if ^^yYX^^L 

\^mfex%t£\^nm.*xwmistbtzmzA) 0 ztumu Radsi^r^ir^^-y^ 

^(Rad51 AS#l£fcteRad51 AS#2) (El3B\ T^^M^mW. 

lZ%rfZ>siRNA(Dm&Vk7!)^£tLtc 0 
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[0058] mmM4] ^l/^Wi:©ftffi{:J;5Rad51 siRNAO#fcaS/U£ffl 

Rad51 siRNA(321)*fe«*ffla(0^7^^siRNA(E^J##:6)Sr. HVJ^^n 

A/^JCDTV^-fv'V (BLM N l J ug/ml)-ei8^^fl ! abfc(El4A) 0 

#JS6*ttl&2ffiFiU»$*Lfc(H4B). 
[0059] [^Jfe0d5] ^^7^b<Dffim^£.Z>Rad51 siRNA<Z>fci/5U/f£fflO*i&i 

Rad51{ii/^.^^-^ (cis-diamminedichloroplatinum (II); 
CDDP) {Cj;S-M^if^-f^(CtM^Lrv^i^BWLfc 0 «0^#e>«, 
CDDP&tfS/,8fflJf& (C^Pi-5i:Rad5 1 tfS&J2fg*i $l£*v5^ *5 £U?Rad5 1 it^^^ 
3i^^$*5i:CDDP^»tt{^5^i:^#JliJ6fc 0 U^oT, Rad51c£>3£m3:PS. 

<^mbTV^^A/^aj^-efc§HeLa^Rad51 siRNA (321) *^tt*ffla<©^^9^^ 

^^^^^(CDDP)T-3R#ra^ab, 9 0tli3n=- afc8rfhS|Ufc(|g5A) 0 
Rad51 siRNA (321) &#AUbSffiJj£te, *K^iti|£L-C Mif MfgaK'^HgTL 
fc(05B) o U^LIHSCd^-rj;?^ Rad5 ICO siRNA (321) SriAL, 2 B 
LfcaS^^^^^(CDDP)-e3Nrr H ^S|-r§^, ^J"^co^^9>-^Vv@E^J^M:tfe 
LT, Rad51 siRNA (321)#A^'C«^n^-^tg^*P^^'l£TL. ^A,M<Z>^ 

[0060] mM&m ^»MSA4fflJlS^:Jott;5Rad51 siRNAb^-77?->>b<DffimiZ£%#i 

Rad51 siRNA (321) ^^V^zf ;V siRNA (Ifi?IJ#-?§- : 6) £rHVj3^/-<n— ^° 
*<&9— *J&\^&W£bi£hjWf&, PANC-1 (pancreatic cancer), AsPC-1 
(pancreatic cancer), A549 (lung cancer), DU145 (prostate cancer), MCF7 (mammary 
carcinoma), HeLa S-3 (cervical cancer)(CagAbi/X7 P 7^->'(CDDP) ; SrlRl^S#L 
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liiafl^W^l'-efcofcas, Rad51 Sfil/^;l/flSI*-e&ofc(E6A)o 

CDDP. 0.1 /* g/ml)^[Rl^S^i-^i> ^7>-^>siRNA^^Ab/c#^^^80%W 

±<D«tfS£#UcCDtC*j-U Rad51 siRNA(321)Sr#AUfc«^ttW3^A/jNWia 

(g|6B) 0 UtJ^oT, Rad51 siRNA(321) «#<Oth^A / ^B^^^V^T 1 blHiai<D^ 

[0061] [^WJ7]E^th^|&^^^^Jia^<D^^7^V^t^<DJt$S! 

Rad51 siRNA (321)SrHVJac^-<n— zf^f— %m^^XJEmthmJfo'&tt'±&A, 

ffri$£^&ffl0S(NHDF, Normal human diploid fibroblast) (CRad51 siRNA (321) 

*Blia^^#b"CV^ — ^\ ^)^lfflJ^^LTfflV>fcHeLa|0J^-e« N Rad51 siRNA ( 
321)<£>SJ*A&* ^/7f>iS(0±#|r#ot4#»W>L, CDDPtf>*& 
KmftLXm&mm&&tlZ>^btfm£tltc (HI7A) 0 Rad51 siRNA (321) 

2^AfL NHDF^HeLalfflJiS^^T 0.1 ix g/ml CDDP<D^mz.£Z>Ttfb—^X<D 
^£r, T^v^V (AnnexinV) (^ttHaj^<DfiJ^-eS'J^b/c(|g|7B) 0 CDDP##&T 
TO, T^Kh— >^|fflJ5S(D^{iHeLa £0J§& (4.0 ± 1.1%) £NHDF (3.2 ± 0.5%) tX 
mttftefr^tCo ^(-*J-bCDDP#^T-T?«. Ttfh—i/xm%HeLamf&X15.0% 

icmum,tc<DicM^ NHDF-e^i{Ji:^^li^pu^^ofc(4.9%) 0 sjl±.<dt— *£«9, 

Rad51 siRNA (321) ^J;^CDDP(D^^tt±i^«^Ay*fflJ}&{^jg^^J(-^P?tt?>?i,^ 

-efc*^ mm^tvx<D^±m^m^^t^^titc 0 

[0062] [HJ60d8] Rad51 siRNAfCj:^.^^^^^^^^ 

^~^VXiZHeLamjfe&&m\.XMmn$:^<b"£ti 0 ^-fRad51 siRNA (321) 
^ffi3K4S^#Am^ 2 0#^0J^rt^CDDP2OO/ig^-^U IDB#t£siRNA (321) 
^mmm,^n^AVtc 0 £<b^<O2 0#i^>Rad51 siRNA (321)^M^{C^A 
Lfc 0 Rad51 siRNA (321)^A^^{»3»l#mffl]^J^ffl^^«9$i<, 

7>-^siRNA*3j;t^cDDP^^fffl-ett^c)ii5e<7)ii5»«— wy£^c<w-e&> 

ofc^, Rad51 siRNA (321)bCDDPb<DffimXl$Mm<D^MW5&^±K$Qm&tl 
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hz> 0 Rad5i<D&$LMw\z£V), &Asmifa<Dmmm®L h^^^mm^<Dh<D<D 
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M(DM£tinooMm&Tx&%2^mRNA$:m$ii-z>'<??— 0 
[33 m^m^mm<D2^mR^ ^.fcmm^2izmm<D-<^-^^M^t\^x^ 
m~rz>, R^m^(Dmmmum 0 

[4] Rad51»fcWfchRad5l3tfc^&3M^ 

o 

[5] mm^-. i*^t$^*mt^<Dmmmkxm&isth%2*m.RKA, w^^* 
^ir^b&x%%^?-&m$mttk\^x^mttm.mmm 0 

M mm^: i&^&±^Mb^<Dteffimbxmj&£tiz>2*mRNA, ^n^n^ 
mm-^b^x^^^-^^mt^mmm^m^m^b^x^mir^umm 

[7] ^/w^tcnm^mm(Dmmmx^m^m6iztm(Dmmm.^o 

[8] Ifr^fafeMfrK M^/vM (carcinostatic agent), £fc/$SAy£lJ(anticancer agent), jo^tF 
^tffl^JCantitumor agentJcfcteantineoplastic agent)fabt£%f$fahm^£tvZ>M$<. 

^/-v-fi/^it, fxzf^ism. *hw:/hy»>\ 

[12] ^V3j-^^^(D^S^^mf^$tb6^^, JM:/!/;^^^ «^V^ 
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[13] 

[14] 
[15] 

[16] 

[17] 

[18] 

[19] 
[20] 

[21] 



i/TCfy^-lsmtiK fTC??^, ^;/^V(Paraplatin\ teXXF^V^^ 

■M/K*a^^<n— -7^2$— ^ I'hnSMVW.Xjpk bJfV4/^X&^ 3pf^^ 
^KlMA^^k tfs^^/K*^ ^/V^^^;V^Pr, ^=¥^ci?M7l^M3k 

TtV^#?-i7K*. ^/W<;*$mVk^ Vt^—TV-ifV^ &y9*V4/V7&fcXiy( 

&A,wt nmvtmm<D mmm xfozmmm 1 i 8<d v ^ *u& ^ \^em^> 

i&M&Mft. ffl&ktffl (carcinostatic agent), ffilfiAsffl (anticancer agent), &£Tf 
^M^Kantitumor agent^fcte antineoplastic agent)a>k;fc5Sfc&>k3&R£;h/5W 
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o 

^s^i/^m. u^zfyr^m, ^^f^i, ^vu-^wv^, s-^/u^-u^ 

[25] f^T^E^ i/X?^^ ^^^(ParaplatinX jSXXJ&Vzf^l' 

(Briplatin)d^>feS^d^38iR$ttSV >*r*w6^k^»-e*>«, ft sfc®22iJliB*&0> 

[26] 2#$KRNA^ ^/V^oc^^n— zf^VZ— \Z.mX^fhX\^Z.t^^itir^ ft 

[27] iM/l^^^n— zf^Z— 1)K Uhn^/V^m; h#!M/l^£k =ici^r>^^ 

xmrnztix^z, m^m26izmm<Dm.^t>^ 0 
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